caudal vein at 28-30hpf as previously described (31). An eGFP SV40 polyadenylation cassette inserted at the il-1β ATG start site of 1 1 9
zebrafish BAC CH-211-147h23 using established protocols (32). Inverted Tol2 1 2 0 elements were inserted into the chloramphenicol coding sequence and the resulting was calculated for each immune-stained cell using Image J as previously described Tailfin transection 1 4 and epithelial cells in the tail. Similar GFP expression can be seen when driven by 3 0 0 NF-kB response elements (43) but not by WISH, suggesting this might be off-target 3 0 1 expression resulting from the promoter region missing some negative regulatory 3 0 2 elements, however, it could also be specific expression that is at too low a level to be to be upregulated in leukocytes at a tailfin transection (42), we combined the il-3 0 5
1β:GFP line with leukocyte specific transgenics to show that neutrophils are the first 3 0 6
to respond at the wound, with macrophages both migrating to and upregulating il-3 0 7
1β:GFP at later timepoints. The Mtb granuloma is widely studied, both in terms of immunohistochemistry of 3 0 9
human granulomas, and in mammalian models (44) (45) (46) . These studies have 3 1 0 demonstrated that the granuloma is rich in pro-inflammatory cytokine production. This pro-inflammatory environment has been observed in human TB, with IL-1β 3 1 2 found to be in high levels in pleural fluid from TB patients with granulomas present 3 1 3 (47). Here we observe that the pro-inflammatory response is present at pre- We have previously demonstrated that stabilisation of Hif-1α can aid the zebrafish and neutrophils during early infection that is not yet fully understood.
3 5 2 IL-1β is an important pro-inflammatory cytokine, but its processing by caspases also 3 5 3 plays a crucial role in immune cell pyroptosis mediated by the inflammasome (52). and re-uptake during the initial days of infection (9). Although here we show a role immune processes remain undetermined. In conclusion, our data demonstrate an early pro-inflammatory response of Mm Therapies that target host-derived signalling pathways such as these would be beneficial against multidrug resistant strains and could act to shorten the currently 3 6 8 long antibiotic therapies required to clear TB from patients. The authors would like to thank the Bateson Centre Aquarium Team at the University the paper: PME, NVO, SAR. 
